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Ifllft^XH 2003.06.23 

[^SSI ^^Sai &lM¥e!IXF bFOien^ ^ ^IS^ bFOIEH 

± m^m sasoi^ ohoioii>i2 ^bh e 

I^gSI SSSsIl Composition comprising soluble glucan oligomer from 

Saccharomyces cerevisiae IS2 inhibiting the swine 
influenza (SIV) and transmissible gastroenteritis 
coronavirus (TGEV) virus 

[^^eiSHl 1-2000-015825-7 

[□BieiSHl 9-2000-000156-1 
ISM^a^^eial 2002-082819-1 

4-2002-042 T64-9 

[^31 



ei 4-1998-603002-3 
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SSS:J|] CHUNG, Bong Hyun 

I^Sie^eisl 591112-1038027 

[^aeisl 302-280 

i^^i cua^^Ai m^m vbiohifm 113-607 

[^^1 KR 

S^h:>|] PARKJeong Hoon 
[^eie^SiSl 671007-1574518 

[^eeimi 305-752 

i^^i as^^Ai ^^m^om^ 514-1302 

[^^1 KR 

oil mm^A[ m m^muQ. piaiei 

^S&l (21) 

20 e 29,000 m 

10 s 10,000 m 

[^^a^SSl 0 2! 0 a 

[^A^s^sl 6 m 301.000 ^ 

imm 340,000 si 

I^^^A^^l ^:'ia(70%2^s) • 

102,000 

im^Mm i.fi^^Ai • SAiiAi(£B)_ie 2.4i:»isae esaFfe ai#_ 

IS 



33-2 



1020030040535 



^ ^l-^^^> w>ol5li(swine influenza virus; SIV) ^ 

^S-M- «><^ls1>i(transraissible gastroenteritis virus; TGEV)* ^^1*1- 
^ JlS. ^o]^ IS2(KCTC0959BP) -^^fls^ ^^^^ ^e^JH^ (soluble glucan 

oligomer) oil ^^S., ^ ^^^] ^«}) ^g^^ ^-g-^j ^ejjn^^ 

^l-^^:^> H>ole1ifil- ^-S^i ^^<§(TGEV) SS.i4i3>ola)io:| 

<^^]n^ .s.^7} ^<^^o^s.^, ^ ^-g-^^ ^el 

3£ 1 



33-3 



1020030040535 

^#^^^> w>oiel^ ^ ^^^^ ^^J-<g a]-o]e^^ ^^^^ 

{Composition comprising soluble glucan oligomer from Saccharomyces cerevisiae 
IS2 inhibiting the swine influenza (SIV) and transmissible gastroenteritis 
coronavirus (TGEV) virus} 

^ ^^^ >-§^^ Wt!: ^l-^^^> «V<>Tsl-ii ^ ss^, 

^l-^^^> t3><^|5:1i(swine influenza virus; SIV) ^ sfl^l w]- 
o]e1iii(transmissible gastroenteritis virus; TGEV)-!- ^:^1^>^ Jl2. -l-^^ 
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IS2(KCTC0959BP) -R-Efls^ ^-§-a^ #^?> -i-sl^n^ (soluble glucan oligomer)* ^-^ 

(pneumonia), 'yj^l^^( cardiopulmonary disease) ^l^x] ^^^>^ 

^lA>^ol ^o>;?^ ^^<>\] u]^]^ c^^^o] 3,t^jL ^ ^ ojr^. 

1918id<^l ^ 200^1^ 2^ A>>a-;^>^ 1^ s.^ wj-ol eli( Epidemic and Peace 

1918, Greenwood press, 145-170. 1976), 1957\^ o}X\o} 40] >f^(H2N2)s1- ^^.j 10 

ifl^l 20id ^7lS. #^^>^(pandemic) w].o]el^^^ ofl-f ^^x^^ 

^t-ll, 1968\itfl^ w>ol5:l^i(H3N2) 0]:^ ole]^ s-^ wH&|>^7> ^^^^ 

^cf. ^^^^ <atb ^^s)^ w]^ at!: ^^M-^, ^fl;^1^?l7l^(WH0) 

t!r tiVol el^* ^l«>7l 70-80%^ Jl4« M-^j-ifl^ 

:S.JL^JL 5i-^^( Influenza, Plenum Medical Book (x)mpany, p291, 1987), 

o1]S-^>*J- ^7l^^ SEt!: 'H'^^ ^s] 7>>^ls^ ^o] 

^ ^#^>^, ^*^<a^l- ^7]^ ^#^<a;^|- B]>Lw>olei:i^i (mixovirus) 
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2003id ^ ^^-ll/^Hl -B-*5^"^'i^ ^^^^^^7l ^^^(SARS, 

severe acute respiratory syndrome)^ ^^^1^ ^S.^- «>c>le-li^ ^B^^A 

B^, ^#Sl SS.M-W>olBl:i7l- I-^^O]^ ^O.^!^ ^'^V^'HlTll ^-^S 

^^'S, ^^>^^ €tl wl-c.lsl^(transmissible gastroenteritis virus; 

. TGEV)S'J*i, ;^>^^ 80 -90%, ^V^S^ 20%<il>a-# ^I^'-Wt'H , . A^^^sj- ><^^6)1 . 

>^i<5^*>fe SS.M-«>olel>ioll o^sflA-] j£tb W>olfi^>5^^ ^"S-^^ol ^^^} 

, . SS.l4H>ol6li^ 3^^1 ^^]-^ ^^^^^ 7>^^ 

7lT:fl^ ^ Sicf. SEt!: ^^1 <^>^7l-x1 ^l^^^^l 7fl^£)jl ^ 
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t 

-^sfl^ HflB|~#^^ol 7>^ ^ aS.^ FDA<^1^-1 GRAS 

(Generally Recognized As Safe)S. ^fl-Sjo^ ^ c^-'a^t!: ^^Hl'H >^1-§-5l^ ^1 

^3M:S.^^^ ^il^tfl^^ ^^^^^ 1,3 2}- i,6 ^ crh^S^ 7] ^2}- nVi^cf 

^-^^(mannoprotein)^ n^^^.^^ 9X^^ , ^\+(mannan)ol ^^^^2}- <^:§_^o] 

tfl<«^Ai]io^ ^>^^^S>|. #^^^0)1 ir|-= ^ol^^ ^^«>-§- #71-7]- ^JL^ 

9X^x^ 4^. ^S] V^o^^ ^<S€oll cfl^ ^i^d-^^^ feo]^ ^<^1 

oj- oj-o^ ^ol6|] tfltt ^-i^^JS #7>Al7l^ ^o.^ Sl^CAbel, 

G. and Czop, J. K. , Int. J. Iimunophainacol . ^ 14, ppl363-1373, 1992; Babineau, 
etal., 220(5), PP601-609, 1994; Benach J. L., et al.. Infection and . 
Immunity, pp947-951, 1982; Di Renzo, L. , et al . , Eur. Immunol. , 21, 

ppl755-1758, 1991; Fukase, S. , et al . , Cancer Res. , AR , pp4842-4847, 1987; 
Janusz, M. J., et al . , /. Immun. , 142, pp959-965, 1989; Olsen, E, J., et al . , 
/. Immun., 64, pp3548-3554 , 1996 , Sakurai , T., et al . , Int. J. 
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Immunopharmacol . , 14, pp821-830, 1992; Czop, J. K., et al., Prog. Clin. Biol. 
Res., 297, pp287-296, 1989). 

^. ^^flJLiJi* ^el*l-<^ ^^>^<^1 1,000<^1>H 10.000>«.> 

^-§-^^ ^2lJl^7> J^^^l ^«-^^^> «><5lel^i(swine influenza 

virus; SIV) ^ sfl^l wH el^Ctransraissible gastroenteritis 

virus.;.. TGEV) 21 <^^<^ Jl^^ li<y* ^<y^^S^ ^ .^^^^V^^cf,... 

^ JlIE ^<^1^ IS2(KCTC 0959BP)^-¥-e1 ^^^^ 

s.^^ ^^^*>7l ^*>c^, ^ ^xgo. sa^ol^CKCTC 0959BP)^li^ 
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<13> ^7] ^#^^^} ^Hs]^^ A^. B^. C4^ ^l-^^^> «Hs1i* 

<14> >S-7l «]-oi5]is. ^tb ^7], :£^7l 

<15> SEtb, -^-7] A>^^ s.^^ S.-^^M:o\] ^^m^ ^"]t!r^. 

<i6> o]^} ^ >S->i-11^1 ^^tb^. 

<17> ^ ^^S] JLS-B-Sfl T^-g-^^ ^BlJliil^, (a) Jl2- {Saccharomyces 

cerevisiae) IS2(KCTC 0959BP)# "5n^]Hfl>!;]oflA^ Bfl-y:^]-^ l^A', 

(b) -^7} jLS.wfl'a^'^n^ «2«^ltiflxloi] ^#^>o^ -6-7>wfl<y=tb ^ ^^^e^^ JlS* ^ 
2 (c) ^-Ji^^Hl-CNaOH)* ^7>b:><^ JlS. IS2 >HliE^-^S^El 

^1 3 ^^^1; (d) wflB)-^^?!:^ 1*11^-^^^ ^^Jl^ 

5q- ^^^m ^ ^^^^ ^^^^ ^Ei^ti^^ >g>a:*v^ 4 ^ ce) 

^-g->^^ ^^:?i2:5><^ ^^^>^ ^1 5 ^ns. o] 

.... 

<i8> 1=1^ ^>^ils>7im ^ JLS. -B-efl ^-§-A^ "^^^.^ 

<i9> (a) JLS. IS2(KCTC 0959BP)« 3LS.^ 0.5 vfl^l 10 w/v%, JLS.^#* 0.1 tfl 

^1 5 w/v% ^ 0.1 10 w/v%* ^^sl-fe ^#-§- «5^^1tifl^l<^l^i afl<a:^>^ 
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1 (b) ^7] 1^7^]2\ jL2.Bl]<a=<5«* ^^-^^S ^S.^ 0.5 vfl^l 10 w/v%. JL 

0.1 ifl^l 5 w/v%, %^^S.^ 0.01 tfl^l 2w/v%, <^1tl'a:^f- 0.001 ifl^l 1 
w/v% 5^ ^^ar^V^tll^ 0.001 ifl^l 1 w/v%» ^-H-*>:a, pE7} 5.0 ifl^l 6.0^ 2:71 
^^ltifl;^l<^l 0.1 10%(v/v)^ 'y=^^ ^^t!: ^, ^£ 30*0, 100 vfl;^l 

400rpm, ^7]^ 0.3 3wm^ 12^1:?]- ifl^] 48^^! :?>-§■ «?> Bfl'3=e>^>H, 5. 

0.5 ifl^l 10 w/v%, Jl2.^## 0.1 vfl^l 5 w/v%, ^-ar^S.^ 0.01 ifl^j 
2w/v%, 0.001 1 w/v% ^ ^-^ri^V^i-il^ 0.001 1 w/v%# ^-B- 

^>^*H -R-7l-«fl<y=t!r ^, ^^^sl^H Jl-S.1- ^12^ 
^1; (c) -^7] 2^;^lo|lA-1 JuS-^il 1 vfl^^l 10%^ -§-^^ ^7> 

*><^ 70 ifl^] lOO^oil^H 30^ vfl^l 5^1^^^ ^-§-^1?! i=f^ €4] 

^Vo^ ^^^m 4^^* 1^ ^^1 5S| ^, Jl^^^^^ 

'S-a- ^ ^-a:^ ^J-^* ^>-§-^><^ pH 4.0 ifl^l 5.00] ^^s>ji. c^-a] 

-g-^«Hl ^, cf^l 75TCofl>H lAl;?>:i-o> wV-g-A]^ ^ €-^^21 

^>c^^A>2|.u).;e^ ^el^>al, i^^^^^ 12) ifl^l 

3^;^!; (d) ^71 3^;^l<:flA-i HfiEf^^^i-ofl mfl lOBfloi 

^.>=7^ «i]^#^^^7ll^ 1/20 ifl:^l 1/5 ^s^oll «fl^«1-^ tiflB)-^^^ ^^jQ^^ 
^7}^ ^, 30 ifl^l 80t:<HlAi 6 vfl;^! 24Al^ ^-g-Alfl ^, wV^o] ^^5)^ 

Sls:>0^ ^-onnVO. ^^^].J7, ^^*|- tb^ <^ 3l-n]-o11 ^ , 50,000 
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1^ 1020030040535 
(e) '^o]^ -70X: 12^]:^ vfl^l 48^1:?> ^^^m ^, ^^^^^^ 

^7]d\] SlSfl JLS. ^ol^CKCTC 0959BP) -R-sfl ^^^i ^^Jl^ 

^ ^^V^*^! 50,000 ^l3>o]ji, w>^3j ^1-7)1^ ^^V^o] 1,000 1^;^! lo.ooo^icf. 

^ ^7] ^ll'g S.S. IS2 (KCTC 0959BP) ^-§-^^ 

0.1 vfl^l 50 ^^%S. JL^W. 

— & ^-§-^J ^el JiT3l# ^^*>^ 

^ ^^^ ^-g-^^ ^Bl Jl^H^ ol^oj ov^i-^ ^ 

#4 <^He} ^^tb ^^-^s A>-§-€ ^ 
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tc)-Hl- -a-^l, ^^^1. ^^1, ^^#^1. ^1^^, oll^^, ^]^. o)HS.# 

^e^^l^^lH, 1^1^^ €1-5-^1, l-slul^ 

^^^1, ^^^]. ^^^1. SE^ A>-§-*>o^ 

^. ^^¥<^# ^tt ^^1. ^^1. ^^^1. ^^^^1 -^<^1 

^1 ^^?>:a.vilo]E (calcium carbonate), T=^3S>i(sucrose) 

lactose), S£t!r ^^l^*^! t^>^ 

4^4^ oliqofl o^e^.7>;^l ^^^^1, 
^1 ^ Hl;g^ Jf-o^* ^t!: ^^-^ n^-§-^,. wj^^^Hg- 

^^^^sl-i- (propylene glycol), l-Bl-^H^ *el«- -^-"a^Jl- 
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71^1^^ ■?1^^#(witepsol). ^}3.S.^, H-S (tween) 61, t'^^^I , ^^^^] , ^ 

^ ^-§->^^ *e^Ji°l5] A>^^^ ^;^}o^ q-o], A^^^ ^]^6\] 

rtj-s^- ^el-^ ^ SZ-^M-. q.OI MI^^I 500mg/kg^ w1-^^^>7fl^ 0.1 

lOOmg/kgSl oj:^ is| ifl^l ^ ^c)-. SEt!" ^ ^ 

-§-^^ ^c^^^ ¥<^^S.. M-<^1 ^-^l 

^ e^, ^l-^vH (intracerebroventricular) 

^ ^-B-^d *BlJl^# ^^a- ^#^^v^> ^ 

^ ^-g-^^ ^7>^ ^ ^^o.^^^ <:^|^ 

^ ^-g-A^ :^>^1^ ^ -¥-^-§-^ ^A:e.S. 

^ ^-g-^^ #^?]: ^slJli^^ 7M -d^#o] 
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<32> ^ ^-8-^^ #^tb ^ ^^^^o.^ ^-§- 7}^^ 

<34> ^ :^7^ €^ ^^^-^SAi ^7] -^-g-A^ 

^» ^-R-^m ^-^Ife ^-S^1^^^<^1^ S^^H. ^^^^i- ^^1 

-4 ^. ^ ;^>^B?», ^l^^^Wr 

100 ^ 1 ^^1 20 g, «l-^^sr]-7ll^ 5t 5 ifl^l 12 goltj-. 

."<35>. . .. ^7] ^qofl ^ ^V^o^ ^A^^^ C^Sl7>^l ^^^^], ^ 

^ <§. ^ ZLS] <g. iJ:^^ #S.o1:b ^^^], pH S^^l, 
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^ ^t^. ^ ^"S ^ ^ <^>^11 

*H ^>-§-^ ^ Sli^f. ^7^121 tii^^ zi^Tfl ^ ^^^^ 

100 ^^-^ 0 ^ 20 ^^-^2^ ^^o^l^l ^^Sl^ ^o] <aH]-^oli:q-. 

<36> ^ rf^^ ^Al<m ^ ^^c^loll filTl^H >a-4*l ^^5)1+, ^ 

<37> 1. JlS^o]^ IS2^ ^ 

<38> ^7ltifl^l^ i£.^(glucose) 10 g/«, JLS.^##(yeast extract) 6 g/ Z , 

^^?J-2-^((NH4)2S04) S g/Z . ^^(KaHPO*) 1.5 g/ Z , ^^^>liv11# (MgSO* , 

•7H2O) 0.5 g/l>9] 2,^^^ 7}^ 6n^]y||cy:on^ ^V-S-^fScf. 

<39> ^tb ^^^^ wi)<a:on^ 6B^ YPD till^l(5t£'3- 20 g/i , JlS-^^I- 

10 g/« , ^.^.(peptone) 20 g/^ )* ^l-§-^>^Jl, ^^^tifl^]^ s.S.^ 400 g/ ^ , JL 
30 g/£ , ^-ar^S-^ 40 g/« , <^l"?l-y:^# 15 g/« . %^^>^M1^ 5.7 g/ 

<40> ^^^afl;^! 2 5 i ^JL^cH] ^^tb ^, Jl2.^o1^. IS2(KCTC . 

0959BP) ^^^(seed) 100 ^^^l-Jl, Sj^^S 300 rpm, ^7]^ 1 wm, tifl<y= 

^£ 30r. pH 5.5<^lAi Bfloj:^ ^, >^^^afl^l* ^^*>^ -fr7l-i3fl<a=# ^ 
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«fl 50-55 g/«oll «fl^*>^ JLS.^^1(DCW, dried cell mass)* t^^s^V^^^. 
<4i> ^Al<5fl 2. JlJZ-^ol^ IS2S.^Bl 

<42> ^Alo^l id\]A^ ^o^^ JlS^^I 80 4% ^^Sl-q-H#(NaOH) 1,000 M 

<H1 ^. 95°C'H1>| 1^1^^^ ^-§-^1^^. 2,000 rpm<^l^i 15^^<?]: €4)^ 

-§-^ 2,000 me<^ ^-arAm ^, 75TC<>llAi S^m^*?]: ^-§-^l^i^. 2,000 rpm 
•^l^i 15^-S-^ ^^^el^H -8-^4 ^^^^^^ ^e1^>Si=1-. 

"^^i ^>-§-^><^ pH 4.57> ^^^l-Jl, ^^-^-^ 2,000 ml<^] 

'"^l^ ^, 75TC<^lAi lAl:?>^o]- ^^Al^cf. 2,000 rpmoH^i 15^^t> -^-a^sl 

*H -g-^^jj. ^Bl§>Jl. Jl^^^^* 3^<^1 ^^^S. 

^I^^M JlS-^<^1^^ ^IIS^ o.^-^b:| 160 g2\ «flB^-#^^(wet p-glucan)^ 

^^^}'^^. 

<43> -^Alcfl 3. jLJE-«lolf^ IS2 -^-i^^ ^TB^^^^^S.^^ ^^^^^ 

<44>. ^7] ^aHI 2<^lAi "go^^ 160 g2\ «1lEj-#^^^ 1,000 m«. -a-el-§-7]«^l 

^ul 480 ^^^^ wflBf^^^ ^Tfl^ 1/10 ^^<^] ^'a-^m tifl^-#^ 

^«flJL4i(p-glucanase, Novozyme>^»# ^7}^ ^ 40r<Hl^-1 15^1^ ^-§-'«>l^^-. 
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«>-§-ol 7,000 rpm<^lAi 15^ :g-oV -^^^^sl^M 'S"^^^^ 2|^^>J7, s\ 

tl--2l<^4^(FiltronA>, MWCO lOK)^!!^-! ^e], ^-g-A] Aj-g-^ig 
♦ >^l7l3^>i lO.OOO(dalton) oj^fs^ ^;^>^^ 7}^]^ #elJi^^* i^^l- 



<45> ^^ofl 1. ^^JLri\^ 3^5.t||>|^6||A]^ NO ^'^<^ Ifl^ Jl3^ 

<46> ^7] ^Ai<^i soflA-i 4.-g->^^ ^e^jLx^i- ^eltt ^4 ^sl.^W 

e]il-elAl-7'>el-ol:^( lipopQlysacchari.de, LPS)^ <^l-§-^l-<^ ^^1 
icfl^^7> ^H]^^ 4>«.><5l:^(nitric oxide, NO) ^S-^:^^ wlja*} 

<47> 1-1. ^il3L tifl'^^ 

T^. 5^1^.^S^Bl PBSS- A>-g-^«^ J^l3E.cH^T^* DMEM wfl^](10% FBS, 2x 

-§-"^ «>l-8-*><^ 75cm^ ^liBfl'a- 3^^tfl\i]^» 

-f-R-^ RNA* 77>^1 . i|lyclH>olBl^(P6rcine 

parvovirus. Porcine circovirus type 2, Porcine circovirus type 1, Porcine 
reproductive and respiratory syndrome virus, Japanese encephalitis virus, 
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Encephalomyelocarditis virus, Pseudorabies virus)^ 3^l5.tfl-i?^ ^*§-n-^-S- ^ 
9lt}7] ^«|| ^^jLiii<?!i5fl«]:-S-(polyraerase chain reaction) ^-^V^^V^I^CJabrane et 
al., Can Vet J., 35, pp86-92. 1994). 12^1^ -§-o> j^lJctflAi^o^ #3X| 
:il #2llolH<^l 3^1icfl^^>Hli£» ^#*]-7l ^ PBSS 25] 7}^ 7]] ^^]^^ ^ B^^- 

^ 24 € 1•^^W1H<H1 t!: €^ Ixio^-ioVm*^! ^h1^>5I^. 
1-2. NO ^^-^1- 

>*fli7> ^-g->^^ ^^?t DMEM wfl^lS. 10mg/m£<^1 ^A] ^ 

o]jL 5mg/me-^E] 2 afl^ 5|^(2 fold-di lution)s]-c^ 0.625mg/me^'>^l^ ^£5. 

^#*>5ii^. 36^1^ ^ LPS (Sigma. co)» lOO/^g/M^B] 2 Hfl>i^ 5|^3r>o^ 25 
;ig/m£^'>^l^ ^JE^ M<^1 u^tf 36Am ^, ^^^=^^"2^* ^^^H NO 

^^51}.. LPS S^ .^^sV^l 5-^ arJ^^^^* ^}-%-^}'^^. NO^ 

^ib*^/^^*^ T'lHCNitrate/nitrite colorimetric assay kit. Cayman 

ChemicalA>)l- A>-8-^c^ 

^^I^V^l s^liEtfl^^^cf N07> ^S^ms^t:^. 
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<52> ^^cn] 2. ^-8-^ ^^^^ ^^ ^#^^^> Hl-olel^iofl tfl^ ^w]-olel^ jl 

<53> ^-g->^^ #^?]: ^slJltill- ^Bltb 5^l5Ltfl^^5l al)<y:Aj.^6nj2). ^^.^^ 

*W 3^1icflA|^o^ yfl<y:.^^oP^ «>olfi]>^^5»)- ^el^<:^ >^li6)l ^^tb ^. «> 

o]e^>^oi] ^^1^ ^^^(cytopathic effect; CPE)# ^#s:>c>^ ^j-wHsl^ Juzf 

(anti-viral effect ^^^sj-^cf. ufole^^sj]. ^^^j 31^ 

<54> 2-1. a>ol5:i>i ^ >^1^^ ^Bl 

<55> sD^] -y^^^^V w><^ls]>i(swine influenza virus)^ ^^"^l 

, t^-. TCIDso^^ me'^ 5X10^-^ TCID5o<^1^4. 

<56> ; M ^^tfl A>-g-^ NO^ ^^-^l l-2# tfl>4 

^>-§-^>^4. ^^^] ^>-§-*m 711^ ^sfl Afl^ol 

MDCK(Mardin-Darby Canine Kidney) ^flJE^l- §h1(ATCC, USA)*)-5|cf. 
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<57> 2-2. ^T3]-Olg1^ S.^ 

<58> 96 m l-ell<^lB«Hl ;^>e1-£^ wfl*a=*><^ ^^]^-'^^. NO 

-^^^(Smg/mA) ^Sl ^a-^^-^^ #^^/LPS wj^e] ^^^^ ^z^- ol-g.^>ji, 
^-^^^^i-^oil^ ^ €^1 DMEM afl^lsq- #^^/LPS til^^s] ^J-^-^^^ ^>-§-*l-5^i^. «]- 
ol5l^^ l-Ello]H €^ lo' , lo' . lOTCIDso-^S ^^*>5!^-. w>^ls1^ 

24Am, 36^]^ «>ole1:fiofl ^^^(cytopathic effects; CPE)* S.^ 

^1^1 ^(inverted microscope)* <^l-§-*><=^ ^#*>5!-^^ , ^ +++ (strongest 

CPE), ++ (moderate CPE), + (mild CPE), - (no CPE) 4^^^^ M-¥*H wliHs^VScl- 
(Belaid at al., J Med Virol. , 66(2), pp229-34 , 2002). z]- ^xi\t\ 37^0] ^ 

IX 11 





• NO ^ 
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* TCID50 ■ . 

**+++ (stronir CPE). ++ (moderate CPE). + (mild CPE). - (no CPE) 



<60> ^7] a 1^ ^ij.* NO^ ^^^o] ^9):^, #^^4 LPS^ ^^1 
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^tb ^fli£^^^(CPE)^ ^ 70% ^^l^m Jl47> 9X^^, 36Al:^]-ol 
^^ ^l-^^^> ^«^-5■(10^ lo'TCID5o)<^l^i^ 36^1:^-7^ ioo%^ ^ 

«Me1^^ #5ll<^m €^ 10\ lo'. 10 TCID5o-^S.^#^^4. t^2i^ 

ti>o]5^>;o|l .^-fli ^^^(cytopathic ef fectsT CPE)1- ^i^l^ (inverted 

microscope)* <^l-§-«|-<^ ^^*>^:^i^ . n +++ (strongest CPE), ++ 

(moderate CPE), + (mild CPE), - (no CPE) 4^^A^ M-¥<H Hlii^V^r}-. z^- 
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<63> 



<64> 



IS. 2] 



















lo' .. 




lo' 








24 








+++ 


+++ 


+++ 














36 


+ 






+++ 


+++ 


+++ 















TCIDso 

'+++ (strong CPE). 



++ (moderate CPE). + (mild CPE). - (no CPE) 



^1 ^*^^^> w>o|e:)>^si)- ^^^H ci.^^]3coii ^^j^y^ci. ^s.^ ^^o.^ 



2 1 



(10 . 10 TCIDso) ^<^5<^>H^ 100% ^wHel^ Ml-, t):^^ a>o| 5^^(10 TCID50) 
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<66> 3-1. ti>olg^:±i ^ ^^15L ^ti] 

<67> 5(1^1 ^'g'^^^^'S «Hel:ii(transinissible 

gastroenteritis virus)# >^>-g-*>^c1-(>H^i^^S "t^^"^^ ^fl^Vs) lab, B Kim and 
C.Chae., /. Comp. Path., 126, pp30-37, 2002). TGEV^ ^ei^(Miller strain)* 
A>-g-3rVJl TCIDso (Tissue Culture Infective Dose 50)* ^^srV^cf. TCID50 

^4 m^i^ 1x10' TCID5o<^l$ici-. 
<68> -M^'^j A>-g-^>^ 5|)^1 :[L^ Aflil- ^tiKATCC, USA)^>SS4. 

<69> 3-2. :?]:^^ -^BVolg^^ s.^ 

<70> i^^l HH e1>x«^ll tfl^ ^ ^T^51 #^?VS) :?>:g^^ 

2-2^ U-'^ 3]. -H-A>^7ll ^^^<^ *>7l S 3^ €2)-* ^^r^.. 





NO ^Al^f 


•g^^ til 2:5 








3* 2 1 

10 10 10 


3 2 1 

10 10 10 


3 2 1 

10 10 10 


10' 10' 10' 
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24 




+ 


+ 


++ 


+ 


+ 


+++ 


+++ 


+++ 








36 


++ 


++ 


++ 


++ 


++ 


++ 


+++ 


+++ 


+++ 








* TCIDso 




















"+++ ( St rone CPE). ++ 




e CPE).,. 


+ (mi 14 CPE). - 


(qp CPE) 





3-3. ^B>o1g:l^ Jl3i|- 



[fi 41 
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10^ 


lo' 




10^ 






10^ 


lo' 




24 


+ 


+ 


+ 


+++ 


+++ 


+++ 














36 


++ 


++ 


+ 


+++ 


+++ 


+++ 














' TCIDso 






















"+++ (strone CPE). ++ 


(rapd^^rate CPE), 


+ (mild CPE). - 


(no CPE) 







^(10^TCID5o)«='fl^i3^ ^ 70% ^H>c>leii Jl3]-» SEt!: wl-clsj^^ 36^] 

^ ^<^l£. w>ole]ai(lo' , Io'tCIDso.) ^<^^<='fl^i^ 30% %l-w>ole]i 

Ml-, wHel^do'lCIDso) ^<^^<^>^i^ ^ 70%^! ^B>o]sli ^ 

<78> :^M<A] 1. ^^}:^^^ ;^a5: 

<79> ^Ajo^] 35^ -1-^^ 100 rag 
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<80> ^M^]^^o]B. 3.0 rag 

<8i> 0.8 rag 

<82> 0.1 rag 

<83> ^A>-g- ^^^^^ ^^ 

<84> ^7] 2^ ^^^^ ^^srj-Jl O.^ ^^7} 2mi<^] 3^£^ ^]^^ 

^, 2me -§-^^ <g#<^l ^^*>J1 ^^^H ^^Mm ^]2,^^. 



<85> ;*ll;ilH 2. 

<86> ^Alc^l 30^ ^^^^ ^s^JlT^ 200 mg 

<87> 100 mg 

<88> 100 mg 

<89> <i>^^ P>I1V|1^ ^^ 



<9i> ;»I1;*IH1 3. ^12: 

<92> 3^ ^-gr-^^ 100 mg 

<93> -B-^ 50 mg 
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<94> 50 mg 

<95> ^3. 2 mg 

<96> o>^<:Vn>ZIvH # 



<98> 4. 

<99> ^A] c^l 30] ^^A^ ^el Jl^ , . 1000 mg 

<\oo> .; ,.,20 g . 

<ioi> o]^^^^ 20 g 

<io2> sll^^.. ^^ . . " 

<103> 7>srVo^ lOOOmes yk^S^"^. ^^1^ ttl-sl- 

^7]^ ^J^^^^t!" 1=1-^. ^^^^ ^3-^15^ ^l^^t:!-. 



<ip4> ;^1;^H1 5. ^12: 

<105> ^^A).^] 32^ ^-§->^^ ■irBlJl'^ 1000 mg 

<106> v]^^ ^^1-.. 

<107> WjBi-^ A <>HlEllolE 70 

<108> tilHfT?! E 1.0 mg 
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<i09> Bl 0.13 mg 

<iio> tilE^-^ B2 0.15 rag 

<ni> alE^-i?l 36 0.5 mg 

<ii2> 812 0,2 fig 

<113> HlEf^ C 10 mg 

<114> til^^ 10 ixg 

<115> i^S^^aroVDlJE. 1.7 mg 

<ii6> .50 ./^g 

<ii7> ^M^^^^.. . 0.5 mg 

<118> ^7]^ 

<ii9> %^;^ll^ 1.75 mg 

<120> '^rsl-^^V'S 0.82 mg 

<i2i> ^'iV^Viii'fl^ ..: 25.3 mg 

<122> :^ll'?l^^#.... 15 mg 

<i23> . ><)l2^'a:^# . . . , 55 mg 

<i24> T^^^i^^ .... 90 mg 

<125> 100 mg 

<126> '^sl-^Vntll^ 24.8 mg 
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li-'SrVc^. ^^^^^ tt|-Bl- >a-7lSl ^^^^ ^^tb r]-^, 5I|.^^ 

S*>Jl. »^^o\] xc^s}- :^]^6\] A>-g-^ =^ ojx:|._ 



<128> 6. #^^1 

<129> ^Ajc^l 30] ^^A^ ^^^t ^BlJl^ 1000 mg 

<i30> n^*?!^ 1000 mg 

<I31> ^^JL^ ,. 100 g 

<132^ Dfl^^^^ofl ^ 2 g 

<133> El-f^ 1 g 

<134> ^^^1^1- 7}^<^ 900 M 



<i35> -f->a-^ ^^^^M. ^]^^^^^] ^7]9] ^i^^ ^^tt ^ i^T^^<y: 

<136> ^7] Si^^yi]^ v]mL^ 7]s.^S.<^] A^^-i: Hf^^jtl- ^Al<^]s 

^^^1.^. ^-9-^71-. A>-g- ^ ^1^^, 7i^:£oil t^^l-^^ 
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<137> '^7]2\. ^o] JlS-^o]^ IS2 ^2fl^ l:-§-^^ Wfl^]- ^ A]- 

-g-o] 7}^^ ^^Jl4i# ^^>^o1 1.000<^lAi 10,000A>olo^ 

^-§-^^ ^ElJiBll- ^^^-tV^V^-^^ . ^5^^ ^-§-^^ #5:iJii^7> 5|1;^1 

JL^* ^ ^^21 ^-g-A^ ^H^jin]^ wHsl 
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I^^^ 11 

JlS- IS2 (KCTC 0959BP) -H-afl n^-§-^^ ^slJl^ill- -^Ji^^^o.^ ^-^ 

I^^^ 21 

^ s.^ 5(1^1 tiHsi>^^ ot«|.^A^^ 

I^^^ 31 
41 

^7] ^^^^^^^^A> ^<gA^ ^^^^ 
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[^^^ 61 

jBlS. IS2 (KCTC 0959BP) -H-^fl 4^-§-^i ^Bl^H^ ^ ^-f-^^ o.^ «]-§- 7>^ 

^^^^ ^7M1# 3L^*m ?i7j-7l^^#. 
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I£ 11 
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